VISUAL ABSTRACTShim
In the present study, we created Yucatan minipigs with targeted disruption of the APOE gene and assessed the impact of accumulating remnant lipoproteins on the development of atherosclerosis.
METHODS

Detailed methods are available in the Supplemental
Appendix. ).
CONSTRUCTION OF RECOMBINANT ADENO-ASSOCIATED
VIRUS/APOE KNOCKOUT TARGETING VECTOR. As human APOE, the porcine APOE gene consists of 4 exons and the porcine protein has an amino acid similarity of 70.3% compared to human APOE (11, 12) . The recombinant adeno-associated virus (rAAV)/APOE knockout (KO) vector was constructed as previously described (13, 14) . Two homology arms (w1 kb each), flanking 
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APOE-KO in Minipigs Accelerates Atherosclerosis
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Lesion thickness of the abdominal aorta plaque was also significantly increased in APOE À/À compared with APOE þ/þ minipigs ( Figure 4C ). All fibroatheromas were of the thick fibrous cap type and no thrombotic complications were observed. However, it is also possible that a particular SMaA ¼ smooth muscle a-actin; other abbreviation as in Figure 3 . Shim et al.
